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DETAILED ACTION 

The office acknowledges the receipt of the amendments, remarks and arguments 
received on 1 /3/201 1 . Claims 1 -5, 1 3, 24 have been cancelled. Claims 6, 1 6 and 1 7 
have been amended. Claim 25 has been added new. Claims 6-12, 14-23, 25 are 
pending and are being examined on the merits herein. 

Response to Remarks 

Applicants' amendments and addition of new claim necessitated the modified 
and the new rejection presented in this action. Applicants' arguments regarding the 103 
rejections have been fully considered and found not to be persuasive. The arguments 
are addressed in the Response to Arguments section below. The action is made Final. 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 25 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. Applicants have claimed in claim 25 "the method 
of claim 6, wherein said neuropathic pain is not associated with non-neuropathic pain". 
Applicants in the response (dated, 1/3/201 1 ) state that "Claim 25 which indicates that 
neuropathic pain is not associated with other types of chronic pain, finds support on 
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page 2, lines 1 and 9. There is no support for the statement that "wherein said 
neuropathic pain is not associated with non-neuropathic pain" in line 1 or line 9 of the 
specification and it is new matter. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
1 02 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 6-12, 14-23, 25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Omoigui (US 2004/0038874, effective filing date Aug 22 2002) in 
view of Gaster et al (EP 0630376). 

Omoigui's teachings disclose a method for treating persistent pain by inhibiting 
mediators of inflammation including serotonin. (Omoigui, Abstract). Omoigui teaches 
that "antagonism of inflammation and the inflammatory response will relieve pain of 
every origin, type and character." (para [0004]). Omoigui further teaches that "the 
hallmarks of neuropathic pain are chronic allodynia and hyperalgesia." (para [0072]). 
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Embodiments of Omoigui's method includes treating "neuropathic pain syndrome 
including neuralgia or nerve pain, carpal tunnel syndrome, post herpetic neuralgia" (p 
1 1 , claim 1 2), and administering a serotonin receptor antagonist (p 1 3, claim 80). The 
reference further teaches that serotonin receptor antagonist is administered 
intramuscularly, intravenously, subcutaneously, orally or rectally (p 13, claim 84). 

The reference Omoigui do not teach the claimed compounds in a method of 
treating neuropathic pain. 

Gaster et al. teaches the compounds of formula I (claim 1) to be 5-HT4, serotonin 
receptor antagonists (p1 lines 6-8) and further teaches a method of treatment of irritable 
bowel syndrome, migraine etc in mammals (p6, lines 42-43) comprising administering 
these compounds. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to have used the compounds of formula I in the treatment of neuropathic pain 
based on the teachings of Omoigui and Gaster. Omoigui explicitly teaches treating 
neuropathic pain with a serotonin receptor antagonist (p11, claim 12, p 13, claim 80). 
Gaster teaches the compounds of formula I to be 5-HT4, serotonin receptor 4 
antagonists. It would have been obvious to one of ordinary skill in the art at the time of 
the invention to have administered Gaster's serotonin receptor 4-antagonist compounds 
to treat neuropathic pain in the method of Omoigui in expectation of similar or better 
therapeutic benefits. A person of ordinary skill in the art at the time of the invention 
would have been motivated in using Gaster's serotonin receptor antagonist compounds 
for Omoigui's serotonin receptor antagonist in a method of treating neuropathic with a 
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reasonable expectation of success because Omoigui explicitly teaches treating 
neuropathic pain with a serotonin receptor antagonist. Omoigui teaches that the 
hallmarks of neuropathic pain are chronic allodynia and hyperalgesia. Omoigui teaches 
neuropathic pain can be treated in general with all types of serotonin receptor 
antagonists which includes serotonin type 4 antagonists. Hence from Omoigui's 
teachings it would have been obvious to a person of ordinary skill in the art to choose a 
serotonin receptor antagonist, such as 5HT-4 antagonist such as Gaster's compounds 
in a method of treating neuropathic pain or allodynia, a clinical finding in neuropathic 
pain. 

It would have been obvious to a person of ordinary skill in the art at the time of 
the invention from the teachings of Omoigui that allodynia and hyperalgesia are 
hallmarks of neuropathic pain. Hence a subject suffering from neuropathic pain as 
claimed (claims 16, 17) would have allodynia and/or hyperalgesia as frequent 
symptoms of the neuropathic pain disease. 

It would have been obvious to a person of ordinary skill in the art, at the time of 
invention to have used Gaster's compound in a method of treatment to a subject who 
has neuropathic pain, irrespective of whether the pain is induced either as a result of 
cancer or diabetes or otherwise (claims 18, 19) because Omoigui teaches that 
persistent pain disorders including neuropathic pain can be treated by serotonin 
receptor antagonist. Neuropathic pain is a symptom associated with many diseases and 
the cause of the pain or the diseases associated with the pain is irrelevant if neuropathic 
pain can be treated by administration of a drug. Thus as the prior art teaches treating 
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neuropathic pain, pain associated with any disorder, including diabetes or cancer will be 
treatable by administration of Gaster's serotonin receptor antagonist compounds. 
Omoigui teaches a method for treating persistent pain disorders by inhibiting the 
biochemical mediators of inflammation in a subject comprising administering to said 
subject a therapeutically effective dosage of inhibitor such as serotonin receptor 
antagonist (claims 1 , 80). The reference does not teach addition of any other active 
ingredient. Accordingly, administration of a serotonin receptor antagonist such as 
compound of formula I of Gaster addresses the limitation of administration of a 
compound of formula I as the active ingredient in claim 1 . With respect to claims 1 6 and 
17 if the neuropathic pain is treated by administration of compounds of formula I the 
clinical allodynia or hyperalgesia is treated regardless of the source of the symptom. 

Response to Arguments 

(1) 103(a) rejection under 35 U.S.C. 103(a) as being unpatentable over Omoigui, 
et al., U.S. 2004/0038874, in view of Gaster et al., EP 0630376. 

Applicants' argue that these documents do not render the claimed invention 
obvious because they do not suggest or provide a reasonable expectation of success 
for treating neuropathic pain (associated with damaged nerve tissue) using a compound 
of formula (I). 

In response, Omoigui et al. in general teaches a method for treating persistent 
pain disorders by inhibiting the biochemical mediators of inflammation in a subject 
comprising administering to said subject a therapeutically effective dosage of inhibitor 
including serotonin receptor antagonist (claims 1 and 80). The reference teaches 
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treating persistent pain disorder such as migraine, neuropathic pain syndrome including 
neuralgia or nerve pain, carpal tunnel syndrome, post herpetic neuralgia, phantom limb 
pain, vulvodynia by inhibiting the biochemical mediators of inflammation. Gaster et al. 
teaches the compounds of formula I (claim 1) to be 5-HT4, serotonin receptor 
antagonists. Gaster in para 0040 teaches that administration of a 5-HT4 antagonist is of 
potential benefit in relieving a migraine attack. Omoigui teaches that by inhibiting the 
biochemical mediators of inflammation persistent pain disorder which includes both 
migraine and neuropathic pain syndrome can be treated. In addition the reference 
teaches serotonin receptor antagonist as one of the inhibitors. Gaster provides a 
method of treatment of migraine with 5-HT4, serotonin receptor antagonists 
(compounds of formula I). Hence it would have been obvious to a person of ordinary 
skill in the art at the time of the invention to have tried using the same compounds in 
treating neuropathic pain syndrome from the teachings of Gaster and Omoigui. In 
addition, as stated by Applicants (in the response in p 10) Gaster clearly discloses the 
potential therapeutic indications for 5-HT4 receptor antagonists and discloses four main 
categories of disorders: gastrointestinal, CNS, cardiovascular and urinary bladder (para 
0034, Gaster). Neuropathic pain is pain caused by lesion or dysfunction of the nervous 
system and one of the etiologies of neuropathic pain is central nervous system disorder. 
Accordingly it would have been obvious from Gaster's teachings to use a compound of 
formula I, a serotonin receptor 4 antagonist in treating pain including neuropathic pain. 

Applicants argue that claims 17 and 18 further characterize allodynia and 
hyperalgesia associated with nerve damage and new claim 25 further refers to 
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treatment of neuropathic pain that is not associated with non-neuropathic chronic pain, 
such as migraine. Thus, Gaster does not disclose or suggest use of these compounds 
for treating neuropathic pain associated with damaged nerves. 

In response, Gaster clearly discloses the potential therapeutic indications for 5- 
HT4 receptor antagonists and discloses four main categories of disorders: 
gastrointestinal, CNS, cardiovascular and urinary bladder (para 0034, Gaster). 
Neuropathic pain is pain caused by lesion or dysfunction of the nervous system or 
neuropathic pain is defined as pain resulting from lesions in the CNS and hence treating 
a CNS disorder also treats neuropathic pain associated with that. One of the etiologies 
of neuropathic pain is central nervous system disorder. Accordingly it would have been 
obvious from Gaster's teachings to use a compound of formula I, a serotonin receptor 4 
antagonist in treating pain including neuropathic pain. Also, if the neuropathic pain is 
treated by administration of compounds of formula I the clinical allodynia or 
hyperalgesia is treated regardless of the source of the symptom. 

Applicants argue that the number of serotonin receptors identified up to now 
amounts to almost twenty and Wikipedia lists a number of serotonin receptor 
antagonists and none of these antagonists was ever used or proposed for treating 
neuropathic pain and the art at the time of invention did not disclose or suggest using a 
serotonin receptor antagonist, and even less a 5-HT4 serotonin receptor antagonist, to 
treat pain or even less neuropathic pain, which was then known to be a specific and 
peculiar type of pain associated with nerve damage that results in the sensation of pain 
and which differs from regular nociceptive pain. Applicants" argue that there is no 
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suggestion in the prior art to employ serotonin receptor antagonists, especially 5-HT4 
receptor antagonists for treatment of neuropathic pain 

In response, prior art Omoigui teaches a method of treating persistent pain 
disorders that includes migraine, neuropathic pain syndrome including neuralgia or 
nerve pain, carpal tunnel syndrome, post herpetic neuralgia, phantom limb pain, 
vulvodynia by inhibiting the biochemical mediators of inflammation such as serotonin 
receptor antagonist. Gaster teaches that administration of a 5-HT4 antagonist is of 
potential benefit in relieving a migraine attack and further discloses the potential 
therapeutic indications for 5-HT4 receptor antagonists in CNS disorders. Accordingly, 
the prior art provides suggestion to use serotonin receptor antagonists in treating pain 
including neuropathic pain. A person of ordinary skill in the art would have found it 
obvious to use compounds of formula I (serotonin receptor 4 antagonists) in treating 
neuropathic pain because Gaster teaches the making of such compounds and their use 
in treating migraine and CNS disorders and neuropathic pain is defined as pain resulting 
from lesions in the CNS and one of the etiologies of neuropathic pain is central nervous 
system disorder. 

Conclusion 

No claims are allowed. 

Applicants' amendments necessitated the new rejection and the modified 
rejection in this action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 
706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 CFR 
1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Umamaheswari Ramachandran whose telephone 
number is 571-272-9926. The examiner can normally be reached on M-F 8:30 AM - 
5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
/SREENI PADMANABHAN/ 
Supervisory Patent Examiner, Art Unit 1627 



